We read with interest the article by Pontiggia et al, 1 discussing the possible functional implications of double homozygosity for two "prothrombothic" platelet glycoprotein receptor polymorphisms (Pl A1/A2 of GpIIIa and C807T of GpIa) in a family with a strong history of premature cardiovascular events. We would like to report our experience in 90 stable coronary artery disease (CAD) patients, studied in the "real world" while taking their usual medications, in whom we tried to recognize environmental and genetic determinants of high-shear platelet aggregation, measured by collagen-ADP PFA-100 closure time (mimicking the high-shear conditions of diseased arteries).
In Response:
We appreciate the contribution by Dr Porto et al, and we agree that "basic" parameters, such as the platelet count and the level of von Willebrand factor RCA, are of importance and need to be considered, particularly in the global tests, such as the PFA-100, as has been shown before. 1, 2 The influence of the triglyceride levels is an interesting observation. The fact that thienopyridines (but not aspirin alone) prolong the closure times in the collagen-ADP-assays confirms previous studies. In combination with clopidogrel, however, aspirin seems to prolong the PFA-100-closure times significantly 3 and it may not really be justified not to consider it. The finding by Porto et al that single homozygous or double heterozygous patients for GPIIIa Pl A2 and GPIa 807T patients did not have statistically shorter PFAs than the GPIIIa Pl A1 or the GPIa 807Cs appears not surprising given the relatively small numbers and the huge variability (SDs of up to 28.5 s even in samples sizes of nϭ10), which reflects the multitude of genetic and acquired (and "procedural") risk factors. Unfortunately, a double homozygous case was not found.
In some contrast to Porto et al, di Paola et al 4 found that the collagen-receptor density of GPIa (which is regulated by the GPIa 807 C/T polymorphism) correlated well with closure times. Thus, other groups that used the same method did find indeed an measurable influence. In our study, 5 we did attempt to find a model case of double homozygosity with a clinical endpoint (family history), but without recognizable acquired risk factors or medications affecting the results. This case was then analyzed by a series of independent assays. As stated in our report, we cannot exclude other until present unknown prothrombotic factors affecting this family.
Overall, we believe that the findings of the two groups are not mutually exclusive. Whether the "real world" is better reflected by negative global test results affected by a multitude of acquired and genetic factors or by a selected model case without recognizable risk factors analyzed by several independent methods seems a rather philosophical question. Telomere Length: An Independent Risk Factor for Premature MI?
Juerg

To the Editor:
We read with great interest the recent report by Brouilette et al 1 on white cell telomere length and risk of premature myocardial infarction. We agree with the authors that the findings have the potential to be of great importance in understanding the etiology of coronary heart disease and in distinguishing biological from chronological aging. We were, however, concerned about two points in the analysis.
First, in Table 2 , the effect of CHD risk factors on telomere length is displayed with adjustment for case status. Each of these variables differs between cases and controls, as does telomere length. The analysis controls for case status, and the results are presented as evidence for lack of a significant relationship between each of these factors and telomere length. We are concerned that, because the CHD risk factors are so different between cases and controls, adjusting for case status may artificially attenuate the effect of the risk factor on telomere length. We would like the authors to present a stratified analysis so that the effect of CHD risk factors on telomere length can be assessed in cases and controls separately.
Second, Figure 2 and the corresponding analysis are presented without apparent adjustment for age, sex, and the other CHD risk factors. While we are confident that the relationship will remain the same, we feel that it is necessary to present the adjusted analysis to fully support the authors' claim of the independence of effects of telomere length and age.
We look forward to the authors' reply and to more research on the concept of biological aging. 
Nina Paynter Stanley Watkins
In Response:
We thank Paynter and Watkins for their interest in our article. They request an expanded version of our original Table 2 , which we are happy to provide (see Table) . The expanded version contains the original analysis adjusted for case-control status and the separate analyses for cases and for controls (excluding those related to cholesterol and family history, which were carried out in only one group). It will be evident that the adjusted figures quoted in our article are in effect weighted averages of the results for cases and for controls. The final column is a test of difference between cases and controls in their effect on TRF length.
The full analysis of this study produced a vast number of probability values, so we must guard against over-interpreting every one that gets close to 0.05. The only difference between cases and controls that is perhaps notable is that associated with current smokers compared with nonsmokers (interaction Pϭ0.03). In cases, current smokers have shorter TRF lengths (Pϭ0.06), whereas in controls, current smokers have longer TRF lengths (Pϭ0.15). There is no corresponding pattern in ex-smokers or when smoking is analyzed by number of pack years. While one can always invent reasons behind an observed difference in a data set, we had no prior reason to expect this particular pattern and feel that it is probably just a chance effect. Although further works needs to be done on the effect of acquired cardiovascular risk factors on telomere length, we would like to emphasize that in our study the relationship between telomere length and risk of premature myocardial infarction (MI) was independent of the measured risk factors.
Regarding Figure 2 , after adjustment for age, sex, and the other risk factors, the odds ratios of MI are as follows: compared with subjects in the highest quartile for TRF, the odds ratios were 1.98 (95% CI, 0.92 to 4.29, Pϭ0.082), 3.09 (95%CI, 1.40 to 6.80, Pϭ0.003), and 3.34 (95%CI, 1.50 to 7.43, Pϭ0.002) , respectively in subjects in the second, third, and lowest quartile of mean TRF length. As anticipated by Paynter and Watkins, the adjustment makes little difference to the association.
We hope this additional information is helpful. We agree with Paynter and Watkins that the concept of biological ageing has considerable potential for understanding the etiology of coronary heart disease. 
Nilesh J Samani
